Introduction -
PAGE 5 Line 15 'pre-existing comorbidities such as Sjogrens…' and general weaknessthese are not cancer related causes of xerostomia Line 18 'therapeutic dry mouth' -do you mean subjective xerostomia? Line 36 re management of xerostomia -'stringent OH, fluoride and antimicrobials..' these have no impact on the xerostomia per sethey reduce the impact it has on the dentition/oral cavity but not the dryness. L 36 -'These strategies are associated with side effects such as headaches ….' Not correct as these side-effects are associated only with chemical sialogues. L 58 'acupuncture is a common treatment for xerostomia in cancer patients….not in the west -state where it is commonly used PAGE -6 Line 4 acupuncture is considered to regulate bloodexplain what aspect of the circulation is impacted ie how is blood affected? PAGE 7 2.2.2 L20-24edit as does not make sense currently particularly re ASA and 'surgical intervention' L 39-41 -"Western medicine is commonly used to treat xerostomia [13] [14] [15] [16] [17] [18] [19] [20] [21] , however, per-cycle administration (daily use), adverse events, and cost and demand for expensive antineoplastic agents limit its clinical application." -please expand on this and explain logic as unclear L 49 -'used as an adjunct for drugs..'do you mean use as an alternative to drugs?
REVIEWER
Liu Yihua 1.Beijing University of Chinese Medicine 2.China Academy of Chinese Medical Sciences REVIEW RETURNED 13-Sep-2019
GENERAL COMMENTS
In this manuscript, authors will conduct a systematic review to evaluate the effects of acupuncture treatment for xerostomia caused by cancer. While the methodology and content is outlined well, and the topic is relevant to the journal, unfortunately much of the manuscript suffers from errors in grammar and sentence structure. This will need to be addressed before this manuscript is publishable. Below, I have outlined some recommendations relating to methodology and content of your manuscript: 3.Page 14, Line 46: the authors plan to conduct a subgroup analysis include "body acupuncture", "scalp acupuncture", "manual acupuncture", "auricular acupuncture", "electroacupuncture", "fire needle", "plum blossom needle", and "acupressure", however, the search term on Page 9, Line 57-58 include"acupuncture" or "body acupuncture" or "manual acupuncture" or "electroacupuncture". Please explain the reasons of these differences. 4.In the Introduction section, Page 7, Line 18-20, the authors stated that "xerostomia in patients with head and neck cancer has been previously conducted". However, the following sentences "no systematic review has been reported on the effectiveness of acupuncture in patients with cancer-induced xerostomia". These parts will probably confuse readers. 5.A number of grammatical errors need to be corrected. 1). There are many types of acupuncture in the treatment group, but different types of acupuncture had different operational specifications and repeatability, which will bring the risk of bias.
Response: Thank you for this comment. We have redefined the types of acupuncture in the treatment group to include those most commonly used in the clinic, such as body acupuncture, manual acupuncture, and electroacupuncture, and will attempt to select studies in which acupuncture procedures are described in a normative manner to minimize the risk of bias.
2)The control group was not selected the well recognized or effective treatment, leading to the design flaw.
Response: At present, the most common treatment method for xerostomia is Western medicine, including pilocarpine and cevimeline. The control group in the study design includes patients treated with Western medicine treatment, and we have added placebo acupuncture, sham acupuncture, herbs, no treatment (waiting list control), routine care, or conventional therapy.
3) The design of this study was lack of innovation
Response: Thank you for this comment. Although systematic reviews of acupuncture for radiationinduced xerostomia in patients with head and neck cancer have previously been reported, the present study will update the evidence base by including multiple clinical trials published over the past 10 years, and will not be limited to xerostomia caused by radiotherapy. By adopting a standardized processes of systematic review to ensure that our results are robust, we will evaluate the clinical effectiveness and safety of acupuncture treatment of xerostomia caused by cancer, to provide evidence for clinical application. 2).Chinese search terms should be listed.
Response:
We have added the following information to the revised manuscript: "The following terms will be used in the Chinese database searches: "Zhenjiu," "Zhenci," "Dianzhen," "Kougan," "Kouqiangganzao," "Tuoyejianshao," "Tuoyequefa," "Ai," "Aizheng," "Liu," "Zhongliu," and "Suijiduizhao."
Reviewer #4 (Remarks to the Author (Required)):
1) PAGE 5 Line 15 'pre-existing comorbidities such as Sjogrens…' and general weaknessthese are not cancer related causes of xerostomia.
We have removed "general weakness" from the updated manuscript but retained the statement "pre-existing comorbidities, such as Sjogren's syndrome", because one previous study [1] showed that cancer patients experience dry mouth if they have pre-existing comorbidities, such as Sjogren's syndrome in the early stage. 
2) Line 18 'therapeutic dry mouth' -do you mean subjective xerostomia?
Response: We have modified the description to "The current diagnosis is based on primary complaint reported by the patient".
3) Line 36 remanagement of xerostomia -'stringent OH, fluoride and antimicrobials..' these
have no impact on the xerostomia persethey reduce the impact it has on the dentition/oral cavity but not the dryness.
Response:
We thank the reviewer for this comment, and have modified the statement to "Current available methods to manage xerostomia include stringent oral hygiene with fluoride agents and antimicrobials, saliva substitutes, sialagogic agents, and cytoprotective agents such as amifostine." 4) Line 36 -'These strategies are associated with side effects such as headaches ….' Not correct as these side-effects are associated only with chemical sialogues.
Response: Thanks for this important comment. In the manuscript, we state that "currently, the main treatment for xerostomia is medication such as pilocarpine and cevimeline, which are approved by the US Food and Drug Administration (FDA) and are effective in promoting salivation and treating dry mouth. However, these strategies are associated with side effects such as headache, dizziness, and 
7) PAGE 7 2.2.2 Line20-24edit as does not make sense currently particularly re ASA and 'surgical intervention'
Response: This text has been removed from the revised paper.
8) 2.2.3.1 -explain the variations of acupuncture. Duration and frequency are important factors in success
Response: We have specified three types of acupuncture: body acupuncture, manual acupuncture, and electroacupuncture. In the final systematic review, we will describe the duration and frequency of the types of acupuncture.
9)2.2.3.2controls include interventions that clearly hinder blinding
Response: Given the particular nature of acupuncture therapy, clinical studies using acupuncture can only be single-blinded or unblinded in design. The control group will therefore include patients treated with control interventions such as placebo acupuncture, sham acupuncture, herbs, Western medicine, no treatment (waiting list control), routine care, or conventional therapy.
10)Good protocol.
Response: Thank you for this comment.
11) Search terms good.
Response: Thank you for this comment. sweating, and other adverse events; and expensive antineoplastic agents render it somewhat inconvenient and limit its clinical application.
14) Line 49 -'used as an adjunct for drugs..'do you mean use as an alternative to drugs?
Response: We have revised the text to state that acupuncture can be used as adjunctive and even alternative therapy alongside drugs.
Reviewer #5 (Remarks to the Author (Required)):
In this manuscript, authors will conduct a systematic review to evaluate the effects of acupuncture treatment for xerostomia caused by cancer. While the methodology and content is outlined well, and the topic is relevant to the journal, unfortunately much of the manuscript suffers from errors in grammar and sentence structure. This will need to be addressed before this manuscript is publishable. Below, I have outlined some recommendations relating to methodology and content of your manuscript:
1) The clinical impact of the research question is limited and questionable given the fact that xerostomia is neither serious nor life threatening by itself. Moreover, it does not usually lead to dose reduction and/or interruption.
Response: Thank you for your helpful comments. A previous study [1] reported that dry mouth in cancer patients can reduce food intake, affect the quality of sleep, and increase the risk of oral ulcers, significantly affecting the quality of life. It can also interfere with patient compliance and lead to treatment delays, resulting in inadequate tumor control. Therefore, we consider the topic of our systematic review to be clinically relevant. 
Response:
In accordance with this useful suggestion, we have added a subgroup analysis on acupuncture points to the study design.
3)Page 14, Line 46: the authors plan to conduct a subgroup analysis include "body acupuncture", "scalp acupuncture", "manual acupuncture", "auricular acupuncture", "electroacupuncture", "fire needle", "plum blossom needle", and "acupressure", however, the search term on Page 9, Line 57-58 include"acupuncture" or "body acupuncture" or "manual acupuncture" or "electroacupuncture". Please explain the reasons of these differences.
Response: Thank for this comment. We have standardized the subgroup analysis content and search terms to "body acupuncture, manual acupuncture, and electroacupuncture".
4)
In the Introduction section, Page 7, Line 18-20, the authors stated that "xerostomia in patients with head and neck cancer has been previously conducted". However, the following sentences "no systematic review has been reported on the effectiveness of acupuncture in patients with cancer-induced xerostomia". These parts will probably confuse readers.
Response:
We have modified the description to " Although two systematic reviews of acupuncture for radiation-induced xerostomia in patients with head and neck cancer have been published since 2009, the present study will update the evidence base by including multiple clinical trials published over the past 10 years and will systematically evaluate the effectiveness and safety of acupuncture in patients with cancer-related xerostomia caused by various factors." 5)A number of grammatical errors need to be corrected.
We thank the reviewer for this suggestion. We have reviewed the updated manuscript and modified the text where appropriate.
VERSION 2 -REVIEW

REVIEWER
Guihua Tian Dongzhimen Hospital, Beijing University of Chinese Medicine, Beijing, China REVIEW RETURNED 30-Oct-2019
GENERAL COMMENTS
The topic of this paper is about to evaluating the clinical efficacy of acupuncture for patients with cancer-induced xerostomia which has a certain innovation.The writing is of high quality and clear. 
REVIEWER
GENERAL COMMENTS
This manuscript will conduct a systematic review that effectiveness and safety of acupuncture treatment for xerostomia caused by cancer. After review this manuscript, there are still some suggestions to author. 1. The topic of this paper is well relevant, but the title of this paper is very similar to the title of reference 36.
